Fluticasone/Salmeterol

(Advair®)

Classification:
Respiratory agents; Miscellaneous

Description: Advair is a combination of Fluticasone propionate, a corticosteroid, and Salmeterol xinafoate, a beta 2 -adrenergic bronchodilator.
ADVAIR DISKUS 100/50, ADVAIR DISKUS 250/50, and ADVAIR DISKUS 500/50 are specially designed plastic devices containing a double-foil blister strip of a powder formulation of Fluticasone and Salmeterol intended for oral inhalation only. Each blister on the double-foil strip within the device contains 100, 250, or 500 mcg of microfine Fluticasone and 72.5 mcg of microfine Salmeterol salt, equivalent to 50 mcg of Salmeterol base, in 12.5 mg of formulation containing lactose (which contains milk proteins). Each blister contains 1 complete dose of both medications. After a blister containing medication is opened by activating the device, the medication is dispersed into the airstream created by the patient inhaling through the mouthpiece.

DATA FROM A LARGE PLACEBO-CONTROLLED SAFETY STUDY THAT WAS STOPPED EARLY SUGGEST THAT SALMETEROL, A COMPONENT OF ADVAIR DISKUS, MAY BE ASSOCIATED WITH RARE SERIOUS ASTHMA EPISODES OR ASTHMA-RELATED DEATHS.

Pharmacology: 

Fluticasone is a synthetic trifluorinated corticosteroid with potent anti-inflammatory activity. Corticosteroids have been shown to inhibit multiple cell types (e.g., mast cells, eosinophils, basophils, lymphocytes, macrophages, and neutrophils) and mediator production or secretion (e.g., histamine, eicosanoids, leukotrienes, and cytokines) involved in the asthmatic response. These anti-inflammatory actions of corticosteroids contribute to their efficacy in asthma.

Salmeterol is a long-acting beta 2 -adrenergic agonist. The pharmacologic effects of beta 2 -adrenoceptor agonist drugs is attributable to relaxation of bronchial smooth muscle and inhibition of release of mediators of immediate hypersensitivity from cells, especially from mast cells.
Pharmacokinetics: 

Following administration of ADVAIR DISKUS to healthy adult subjects, peak plasma concentrations of Fluticasone were achieved in 1 to 2 hours and those of Salmeterol were achieved in about 5 minutes.

Fluticasone

Absorption: 
The majority of the Fluticasone delivered to the lung is systemically absorbed. The systemic bioavailability of Fluticasone from the DISKUS device in healthy volunteers averages 18%.

Metabolism:
In the liver via CYP 450 3A4 to an inactive metabolite

Elimination:
Excreted in the feces as parent drug and metabolites

Salmeterol

Absorption:
Because of the small therapeutic dose, systemic levels of Salmeterol are low or undetectable after inhalation of recommended doses

Metabolism:
Extensively metabolized by hydroxylation

Elimination:
Excreted predominantly in the feces

Indications:
ADVAIR is indicated for the long-term, twice-daily, maintenance treatment of asthma and airflow obstruction in patients with COPD associated with chronic bronchitis.
Dosage: ADVAIR DISKUS is administered twice daily.
ADVAIR DISKUS should be administered by the orally inhaled route only. After inhalation, the patient should rinse the mouth with water without swallowing.

Contraindications and Precautions: 

· Contraindicated in the primary treatment of status asthmaticus or other acute episodes of asthma or COPD where intensive measures are required

· As with other inhaled asthma and COPD medications, ADVAIR DISKUS can produce paradoxical bronchospasm, which may be life threatening

· Immediate hypersensitivity reactions may occur after administration, as demonstrated by cases of urticaria, angioedema, rash, and bronchospasm.

· ADVAIR DISKUS, like all products containing sympathomimetic amines, should be used with caution in patients with cardiovascular disorders, especially coronary insufficiency, cardiac arrhythmias, and hypertension.

· Persons who are using drugs that suppress the immune system are more susceptible to infections than healthy individuals.

Interactions: In the repeat- and single-dose studies, there was no evidence of significant drug interaction in systemic exposure between Fluticasone propionate and Salmeterol when given as ADVAIR.

Adverse Reactions: 

The most frequent adverse reactions include: headache, respiratory tract infection, and pharyngitis. Less frequent adverse reactions include: dizziness, nausea, oral candidiasis, cough, hoarseness or dysphonia.

Costs and Monitoring: 

Costs of the inhalers depend on the strengths but range from $ 118.36 to $ 206.95 per inhaler.

Product Identification: 

Aerosol, inhalation: 100 mg Fluticasone/50 mg Salmeterol, 250 mg Fluticasone /50 mg Salmeterol, 500 mg Fluticasone /50 mg Salmeterol

Conclusions: Both the active agents in this combination product have demonstrated efficacy. Utilizing a combination product has been shown to increase compliance in some patients.

Recommendation: Add to formulary
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